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DETAILED ACTION 

Response to Arguments 

Applicant's arguments filed September 20, 2006 have been fully considered but they are 
not persuasive. The applicant has again argued that each of the applied references do not 
disclose the claimed rate or a delayed release. The examiner disagrees. Again, the amount of 
drug disclosed by Gregory is the amount of mycophenolic acid alone, not the amount of 
mizoribine (which is used with the mycophenolic acid in combination), therefore this argument 
that Gregory's amount of mizorbine is 10,000 fold the appUcants amount, is moot. Also, the 
milligrams disclosed, is per kilogram of implant carrier, therefore, the actual drug amount 
present would be less than a millimeter, since a stent weighs no where near a kilogram. Further, 
the general conditions of the claim are present, a stent with mizoribine impregnated, for the same 
purpose as the applicant, to inhibit restenosis, therefore the rate at which it releases is not 
inventive since it would be obvious to optimize the already present conditions (see below). 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 39-44, 48-49, and 60 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Gregory et al. (US 5,283,257, cited previously). Referring to claims 60 and 39-41, Gregory 
discloses a method of inhibiting restenosis in a vessel comprising implanting a vascular 
prosthesis comprising a scaffold (stent impregnated with drugs; col.3, lines 48-53; col.8, hnes 
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30-35) having means (impregnation means; thus may be portions of the stent that "impregnate" 
the drug) thereon for releasing mizoribine in the vessel, and releasing mizoribine (mizoribine is 
disclosed to be used in combination with other drugs; col.4, lines 17-31; col.6, lines 45-52, 59- 
63) from the prosthesis to inhibit smooth muscle cell proliferation, wherein substantial release of 
the mizoribine is delayed following implantation (inherently, there is some delay following 
implantation, since the drugs are disclosed to be "impregnated" within the stent, therefore, there 
will be some delay for the drug to reach or exit the surface of the stent; amount of delay 
dependent on the rate, see below). Although Gregory discloses testing different amounts of 
drugs until the optimum effect of the drug is reached (col 9, lines 6-15), Gregory does not 
expressly disclosed the exact rate claimed. It would have been obvious to one having ordinary 
skill in the art at the time the invention was made to have the claimed release rates, since wherein 
the general conditions of a claim are disclosed in the prior art (stent with impregnated mizoribine 
in an optimal amount for the desired implantation technique) it is not inventive to discover the 
optimum or workable ranges by routine experimentation. In re Alter, 220 F.2d 454, 456, 105 
USPQ 233, 235 (CCPA 1955). 

Referring to claims 42-44, Gregory discloses mizoribine combined with mycophenolic 
acid (col.4, lines 17-31; col.6, lines 45-52, 59-63). 

Referring to claims 48-49, Gregory discloses the drugs to be impregnated into the stent, 
therefore, portions of the stent act as a diffusion barrier for the drug. 

Claims 39-44, 46-51, 60, and 66 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Brown et al. (US 6,071,305, cited previously) in view of Gregory et al. (US 
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5,283,257, cited previously). Referring to claims 60 and 42-44, Brown discloses a method of 
inhibiting restenosis in a vessel (col4, lines 61-67) comprising implanting avascular prosthesis 
comprising a scaffold (stent 1 1) having means thereon for releasing mizoribine in the vessel 
(release means may be considered openings 22, biodegradable matrix 27, or porous membrane 
34), and releasing a drug (23) from the prosthesis that inhibits smooth muscle cell proUferation 
(coL5, lines 6-17), wherein substantial release of the drug (23) is delayed following implantation 
(inherently, there is some delay following implantation, since Brown has disclosed the same 
release means as the applicant, such as biodegradable matrices, diffusion membranes, etc. 
therefore, Brown's drug inherently will react in the same manner as the applicant, since they 
both control the rate of release; basically, the drug will be delayed to get to the surface or exit 
the stent, because it takes time to travel through the diffusion barrier or for the degradable matrix 
to degrade or dissolve and inherently there will be a delay of release from the stent). Brown 
discloses use of drugs that inhibit restenosis and smooth muscle growth (col. 4, lines 61-67; col. 5, 
lines 6-17), however does not expressly discloses any of the specific drugs of this category, such 
as mizoribine or mycophenolic acid as claimed. Gregory teaches in the same field of drug 
delivery stents, that both mizoribine and mycophenolic acid are in the category of restenosis and 
smooth muscle cell growth prevention drugs (col.3, lines 60-64; col.4, lines 17-31; col.6, lines 
45-52, 59-63), and additionally, which may be used with stents (col.3, lines 48-52; col.8, lines 
31-34). It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to combine Brown's stent having restenosis and smooth muscle cell growth 
prevention drugs, with Gregory's teaching that mizoribine and mycophenolic acid are specific 
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restenosis and smooth muscle cell growth inhibition drugs useful on vascular stents, to provide 
the stent with a particular drug of choice. 

Further referring to claim 60 and 39-41, although Brown in view of Gregory discloses 
control of the rates by various means, in order to optimize the rate of release, Brown in view of 
Gregory does not expressly disclosed the exact rate claimed. It would have been obvious to one 
having ordinary skill in the art at the time the invention was made to have the claimed release 
rates, since wherein the general conditions of a claim are disclosed in the prior art (stent with 
impregnated mizoribine in an optimal amount for the desired implantation technique) it is not 
inventive to discover the optimum or workable ranges by routine experimentation. In re A Her, 
220 F,2d 454, 456, 105 USPQ 233, 235 (CCPA 1955). 

Referring to claims 46-49, Brown discloses releasing drugs from a reservoir (20) or 
somewhere on the prosthesis by a degradable material/matrix (27; col. 8, lines 61-67) or non- 
degradable matrix/barrier (pores in stent, coL7, lines 22-24; membrane 34, col.9, lines 10-17). 

Referring to claims 50-51, Brown discloses applying the drug and matrix by the methods 
claimed (col. 12, lines 37-47). 

Claims 39-44, 46-51, 60, and 66 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Ragheb et al. (US 6,774,278, cited previously) in view of Gregory et al. (US 
5,283,257, cited previously). Referring to claims 60 and 42-44, Ragheb discloses a method of 
inhibiting restenosis in a vessel (col.5, lines 38-42) comprising implanting a vascular prosthesis 
comprising a scaffold (stent 12) having means thereon for releasing mizoribine in the vessel 
(release means may be considered porous coatings 20, 24), and releasing a drug (18, 22) from the 
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prosthesis that inhibits smooth muscle cell proliferation (col. 5, Unes38-42), wherein substantial 
release of the drug (18, 22) is delayed following implantation (inherently, there is some delay 
following implantation, since Ragheb has disclosed the same release means as the applicant, 
such as biodegradable and diffusion coatings, etc. therefore, Ragheb 's drug inherently will react 
in the same manner as the applicant, since they both control the rate of release; basically, the 
drug will be delayed to get to the surface or exit the stent, because it takes time to travel through 
the diffusion barrier or for the degradable coating to degrade or dissolve and inherently there will 
be a delay of release from the stent). Ragheb discloses use of drugs that inhibit restenosis and 
smooth muscle growth, particularly, the class of immunosuppressive agents (col. 4, line 4), 
however does not expressly discloses any of the specific drugs of this category, such as 
mizoribine or mycophenolic acid as claimed. Gregory teaches in the same field of drug delivery 
stents, that both mizoribine and mycophenolic acid are in the category of restenosis and smooth 
muscle cell growth prevention drugs (col. 3, lines 60-64; col.4, lines 17-31; col. 6, lines 45-52, 59- 
63), and additionally, which may be used with stents (coL3, lines 48-52; col. 8, lines 3 1-34). 
Further, they are specific immunosuppressive agents (as admitted in applicants specification). It 
would have been obvious to one having ordinary skill in the art at the time the invention was 
made to combine Ragheb's stent having restenosis and smooth muscle cell growth prevention 
drugs such as immunosuppressive agents, with Gregory's teaching that mizoribine and 
mycophenoUc acid are specific restenosis and smooth muscle cell growth inhibition drugs 
(particularly immunosuppressive agents) useful on vascular stents, to provide the stent with a 
particular drug of choice. 
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Further referring to claim 60 and 39-41, although Ragheb in view of Gregory discloses 
control of the rates by various means (amount of drug, size of reservoir, porous coatings), in 
order to optimize the rate of release, Ragheb in view of Gregory does not expressly disclosed the 
exact rate claimed. It would have been obvious to one having ordinary skill in the art at the time 
the invention was made to have the claimed release rates, since wherein the general conditions of 
a claim are disclosed in the prior art (stent with impregnated mizoribine in an optimal amount for 
the desired implantation technique) it is not inventive to discover the optimum or workable 
ranges by routine experimentation. In re Aller, 220 F.2d 454, 456, 105 USPQ 233, 235 (CCPA 
1955). 

Referring to claims 46-49, Ragheb discloses releasing drugs from a reservoir (see fig. 5, 
lOA-lOD) or somewhere on the prosthesis (as a layer) by a degradable material/matrix (col.3, 
lines 34-36) or non-degradable matrix/barrier (porous layer; col.3, lines 24-29; col.20, lines 22- 
31). 

Referring to claims 50-51, Ragheb discloses applying the drug and matrix by the methods 
claimed (col.3, lines 53-60; col,4, lines 60-62; colli, lines 64-67). 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
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will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Cheryl Miller whose telephone number is (571) 272-4755. The 
examiner can normally be reached on Monday-Friday 7:30am-5 :00pm. 

If attempts to reach the examiner by telephone are unsuccessfijl, the examiner's 
supervisor, Corrine McDermott can be reached on (571) 272-4755. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an apphcation may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published appUcations 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on acciess to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Cheryl Miller 
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